Application No.: 10/677,818 
Filing Date: October 2, 2003 



REMARKS 

Claims 13-17 and 21-23 are presently pending. Support for new Claims 21-23 is found in 
the Specification as filed, for example at page 6, paragraphs [003 7] -[003 9]. No new matter has 
been added herewith. The following addresses the substance of the Office Action. 

Indefiniteness 

Claims 13-17 were rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite. 
In particular, there was insufficient antecedent basis for the limitation "said biological material" 
in lines 4 and 5 of Claim 13. Applicants have deleted the term "said" at line 4. Accordingly, the 
issue of antecedent basis is rendered moot. Applicants respectfully request that the rejection of 
Claim 13 and dependent Claims 14-17 be withdrawn. 

Obviousness 

Claims 13, 14 and 15 were rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Masaru et al. (European Patent Application No. EP 0728469 A2, published August 18, 1996) as 
evidenced by CRC Press (Definitions, Conversions and Calculations for Occupational Safety and 
Health Professionals, Third Edition, published 2006). Masaru et al. teach that phosphotyrosine 
can be used in a liniment to be applied topically for the purpose of preventing and/or treating 
chloasma, freckles and pigmentation in the skin after sunburn. The Examiner has taken the 
position that, since the composition applied by Masaru et al. is not structurally distinguishable 
from that instantly claimed, it would be expected that the selective activity would be implicit to 
the method taught by Masaru et al. The second reference cited discloses that UV light is 
considered to be ionizing radiation. 

Masaru did not demonstrate any effect for phosphotyrosine 

As an initial matter, the European Patent Office has already determined that the Masaru et 

al. reference fails to provide evidence of a skin whitening or any other effect for any compounds 

other than the five compounds specifically exemplified. In the file history of the Masaru et al. 

reference, the EPO determined that: 

the person skilled in the art could not derive any indications or hints from the 
available prior art which phenylalanine derivatives would lead to products 
showing unexpected surprising results... 
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In other words, the EPO realized that Masaru et al. only demonstrated the claimed skin-whitening 
effect for the compounds used in Examples 1 and 5 and some structurally very closely related 
compounds. In the Granted European patent (EP 0728469 Bl; see attached), the applicant has 
deleted all substances for which the skin-whitening effect (or any other effect) has not been 
demonstrated. Indeed, the sole claim in the granted European patent is: 

1. An endermic liniment containing at least one type of phenylalanine derivative 
and/or its salt selected from the group consisting of N-benzyloxycarbonyl-L- 
tyrosine, N-benzyloxycarbonyl-D-tyrosine, O-benzyloxycarbonyl-L-tyrosine, N- 
benzyloxycarbonyl-L-tyrosine hydrazide, N-acetyl-L-tyrosine amide, O-benzyl-L- 
tyrosine, L-tyrosine amide, Ltyrosine amide hydrochloride, and DL-o-tyrosine. 

It can be seen that the substance "O-phospho-L-tyrosine", which is the subject-matter of claim 1 
of the instant application, was deleted from the claim in response to an Examiner's indication 
that no demonstration of any effect for this compound had been made. Thus, the Masaru et al. 
applicants admitted in their file history that they did not provide an enabling disclosure for the 
use of the claimed compound. 

Claim 13 requires both transformed and non-transformed cells 

Claim 13 is amended to specifically recite the step of providing biological material 

comprising both said non-transformed and said transformed biological cells . The combination of 

references provided no reason to the skilled artisan to develop the presently claimed method that 

comprises providing biological material that specifically comprises both said non-transformed 

and transformed biological cells, wherein the non-transformed biological cells are selectively 

protected from cell damage as compared to the transformed biological cells. Masaru et al. 

discloses only application to non-transformed cells. Thus, Masaru et al. does not provide any 

reason for the skilled person to use any phenylalanine derivatives in a targeted manner for 

selectively protecting non-transformed biological cells against cell-damaging factors, much less 

the claimed phosphotyrosine. In other words, a person skilled in the art is only aware from 

Masaru et al. that 10 specific phenylalanine derivatives may be used to suppress the generation of 

melanin, thereby whitening the skin to prevent chloasma, freckles and pigmentation after 

sunburn. However, the skilled artisan was not informed that any phenylalanine derivatives could 

be used in a targeted manner to prevent cell damages induced by cell-damaging factors 

administered to both transformed and non-transformed cells. 
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As discussed in Applicants' specification, the presently claimed methods permit healthy, 
non-transformed cells to be selectively protected by phosphotyrosine from cytotoxic therapies, 
including non-ultraviolet radiation treatment or chemicals, while permitting transformed cells to 
become damaged. Nothing in the prior art suggests that such results could be achieved. The 
cited combination of references did not provided any reason to the skilled artisan to develop such 
methods. Accordingly, no prima facie showing of obviousness can be established on the basis of 
the cited references. 

Moreover, the presently claimed invention provides unexpected advantages, which 
further evidence the nonobviousness of the claims. For example, in some embodiments of the 
presently claimed invention, ionizing radiation is used for treating malignant neoplasias. The 
aim in this connection is to damage the tumor tissue to the greatest possible extent while at the 
same time sparing the surrounding healthy tissue. Referring to paragraph [0037] of the 
Specification as filed, the use of phosphotyrosine in connection with radiation treatment has the 
particular advantage that it selectively protects normal healthy tissue from cell damage but does 
not display cytoprotective properties for tumor tissue and, on the contrary, even promotes the 
death of such tissue. In other embodiments, phosphotyrosine may be used in the context of 
chemotherapy for tumor patients. In chemotherapy, chemotherapeutic agents or cytostatic agents 
are used specifically for inhibiting the growth of tumor cells in the body. Consequently, the use 
of phosphotyrosine, according to the presently claimed methods, has the particular advantage of 
selectively protecting healthy cells during chemotherapy. This is an unexpected result, which 
would rebut any prima facie showing of obviousness, even were such a showing established. 

Claims 16-17 

Claims 16 and 17 were rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Ramsay et al. (Ultraviolet-B Phototherapy for Early-Stage Cutaneous T-cell lymphoma, Archives 
of Dermatology, Published July 1992) in view of Masaru et al. {supra). Ramsay et al. teaches 
that patients suffering from cutaneous T-cell lymphoma were effectively treated with UV-B 
phototherapy. The Examiner concluded that it would have been obvious to one of ordinary skill r 
in the art to apply a phosphotyrosine to the skin in order to prevent or improve conditions caused 
by exposure to UV light. However, as discussed above, the cited references fail to suggest any 
treatment for permitting cytotoxic treatments such as non-ultraviolet radiation treatment or 



-5- 



Application No.: 10/677,818 
Filing Date: October 2, 2003 

chemicals, to damage transformed cells while protecting non-transformed cells from damage, as 
presently claimed. 

To more specifically define the invention, the Applicants have amended Claim 13 by 
removing recitation of ultraviolet light. Thus, in the presently claimed methods, biological 
material comprising both normal, non-transformed cells as well as abnormal, transformed cells is 
exposed to cell-damaging factors including non-ultraviolet radiation (e.g., during radiation 
treatment with non-ultraviolet ionizing radiation) or with chemicals (e.g., during chemotherapy). 
In contrast, the Masaru et al. reference simply relates to the protection of normal skin during 
exposure to ultraviolet radiation from the sun in order to improve chloasma, freckles and 
pigmentation in the skin after sun exposure. Masaru et al. does not provide any reason to the 
skilled artisan to expect that healthy, non-transformed cells would be selectively protected by 
phosphotyrosine from non-ultraviolet radiation treatment or chemotherapy. 

New Claims 21-23 

New Claim 21 recites the step of exposing non-transformed and transformed cells to a 
cytotoxic treatment, wherein the non-transformed biological cells are selectively protected from 
cell damage as compared to the transformed cells The combinations of cited references do not 
teach or provide any reason for the skilled artisan to develop a method of selectively protecting 
non-transformed biological cells over transformed biological cells during deliberate cytotoxic 
treatment of transformed cells with cytotoxic therapy, such as non-ultraviolet radiation treatment 
or chemotherapy. Accordingly, Claim 21, and its dependent claims, Claims 22-23, are in 
compliance with 35 U.S.C. § 103(a). 

No Disclaimers or Disavowals 

Although the present communication may include alterations to the application or claims, 
or characterizations of claim scope or referenced art, Applicant is not conceding in this 
application that previously pending claims are not patentable over the cited references. Rather, 
any alterations or characterizations are being made to facilitate expeditious prosecution of this 
application. Applicant reserves the right to pursue at a later date any previously pending or other 
broader or narrower claims that capture any subject matter supported by the present disclosure, 
including subject matter found to be specifically disclaimed herein or by any prior prosecution. 
Accordingly, reviewers of this or any parent, child or related prosecution history shall not 
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reasonably infer that Applicant has made any disclaimers or disavowals of any subject matter 
supported by the present application. 



In view of Applicants' amendments to the Claims and the foregoing Remarks, it is 
respectfully submitted that the present application is in condition for allowance. Should the 
Examiner have any remaining concerns which might prevent the prompt allowance of the 
application, the Examiner is respectfully invited to contact the undersigned at the telephone 
number appearing below. 

Please charge any additional fees, including any fees for additional extension of time, or 
credit overpayment to Deposit Account No. 1 1-1410. 



CONCLUSION 



Respectfully submitted, 



Dated: June 8, 2009 




Raymond DfSmith 
Registration No. 55,634 
Agent of Record 
Customer No. 20995 
(949) 760-0404 
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